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Amendments To The Claims; 

» 

This listing of claims will replace all prior versions, and listings, of claims in the 
application: 

Listing of claims: 

1 , (Previously Amended) An isoxazoline derivative of the formula (I) 
H N O H 



in which, 

R and R' each independently represents hydrogen, simple alkyl chain (-SAC), simple cycloalkyl 
(-SCAC), aromatic (-Ar) 3 or simple alkyl chain substituted with aromatic (-SAC-Ar); 

R 1 represents -S AC, -SCAC, -Ar, or -SAC-Ar, or represents side chain of amino acids, or - 
(CH 2 )„COOZ (in which n is I or 2, and Z is hydrogen, -SAC, -Ar, or -SCAC); 

R 3 represents -SAC, -SCAC, -Ar, or -SAC-Ar, or represents side chain of amino acids; 

R represents - SAC, -SCAC, -Ar, or -SAC-Ar, or represents a non-hydrogen side chain of amino 
acids, or represents -(CH 2 ) p (0) ni R s (in which R s = -SAC, -SCAC, -Ar, -SAC-Ar; p=0, 1 or 2; 
and m=0 or 1), or -(CH 2 ) „OC(=0)R 6 (in which R 6 - -SAC, -SCAC, -Ar, -SAC-Ar; and q=l or 




O 



2); 



R 4 represents 
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a) amino acid residue in which © the carboxyl group attached to the chiral carbon of 

amino acid is bound to the amine group to form an amide bond, © the chiral carbon of amino 

acid has either R or S configuration, <D the amino group attached to the chiral carbon of amino 

acid is protected by formyl, acetyl, propyl, cyclopropylcarbonyl, butyl, melhanesulfonyl, 

ethanesulfonyl, propanesulfonyl, butanesulfonyl, methoxycarbonyl, ethoxycarbonyl, 

propyloxycarbonyl, butyloxycarbonyl, mcthylcarbamoyl, ethyl carbamoyl, propylcarbamoyl, 

butylcarbamoyl, dimetliylcarbamoyl, diethylcarbamoyl, dipropylcarbamoyl, dibutylcarbamoyl, 

or cyclopropylaminocarbonyl, or the amino group may be replaced with a hydrogen atom, and © 

the carboxyl group in the side chain may form an ester group with -SAC or -SCAC, 

■u\ rv_rwi>7 /:« ,,,u;„v r>7 _ cap <zn a n _ a*. _cat_a ^ _r*rvp 8 Cm wVii^Vi R 8 = 

hydrogen or R 7 ), -C(=0)NR 8 R 8 , -SOR 7 , or -C(=0)CH=CI I-Ar, or 

c) -(C=0)-L-C02R 8 , in which L represents a divalent (=capable of double 
substitution) linker selected from a group consisting of Ci* alkyl, C3-8 cycloalkyl, furan, 
thiophene, diazole (1,2 or 1,3), triazolc (1,2,3 or 1,3,4), tetrazole, oxazolc, isoxazole, thiazole, 
jsothiazole, diazinc, (1,2 or 1,3 or 1,4), triazine, -Ph(-R 9 )- (in which R 9 = H, F, CI, Br, 1, CHO, 
OH, OCH 3 , CF 3 , OCF3, CN, C(=0)Me), tetrahydrofuran, tetrahydrothiophene, 1 ,4-dioxane, 
-CH=C(R 10 )- (in which R ,0 =H, methyl, ethyl), -CH=CHCH(R 10 )-. -CH 2 C(=0)CH r , and - 
C(=0)CII 2 CH 2 - 

in cases where R 1 and the adjacent R', andVor R 3 and the adjacent R are connected to each 
other to form a cyclic compound, R'-R' or R 3 -R together represents -(CII 2 ) a -, -(CH 2 ) n -0-(CH 2 )m- 5 
or -(CH 2 )„-NR ,3 -(CH2V (in which n+m<9, R 13 =-SAC, -SCAC, -Ar, -SAC-Ar, -C(0)-SAC, - 
C(=0)-SCAC, -C(=0)-Ar, or -C(=0)-SAC-Ar; 

X represents -CN, -CHO, -C(=0)R M (in which R 14 =-SAC, -SCAC, -Ar, -SAC-Ar, - 
CHN 2 ), -C(=0)OR ,s (in which R ,s --SAC, -SCAC, -Ar, or -SAC-Ar), -CONR ,6 R n (in which 
R 16 and R 17 each represents -II, -SAC, -O-SAC, -SCAC, -Ar, or -SAC-Ar), - 
C(=0)CII 2 0(C=0)Ar" (in which A" = 2,6-disubstituled phenyl with F, CI, Br, I, or CH 3 ), - 
C(=0)CH 2 OR 18 (in which R 18 represents -SAC, -SCAC, -Ar, or -SAC-Ar), or - 
C(=0)CH 2 OC(=0)R 19 (in which R 19 = -SAC, -SCAC, -Ar, or -SAC-Ar), or 
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X represents -COCH 2 -W, wherein W represents -N 2 , -F, -CI, -Br, -I, -NR 20 R 21 or -SR 22 
(in which R 20 , R 2 ' and R 22 each independently represents -SAC, -SCAC, -Ar, or-SAC-Ar or R : 
and R arc connected to form a cyclic compound) or W represents 



O 




R , v f ■ fi R > qT ^R 



in which Y represents -OH, OR (in which R = -SAC, or -SCAC), -C(=0)R 24 (in which R 24 = 
-H, -SAC, or -SCAC), -F, -CI, -Br, -I, -CN, -NC, -N 3 , -C0 2 H, -CF 3 -C0 2 R 25 (in which R 2S = - 
SAC, or -SCAC), -C(=0)NHR 2S (in which R 26 = -SAC, or -SCAC), and -C(=0)NR 27 R 28 (in 
which R , R ~ -SAC, or -SCAC) and can be mono-or poly-substituted at its maximum 
regardless of the order and the kinds, the pharmaceutical^ acceptable salts, the esters and the 
stereochemical^ isomeric forms thereof. 

2. (Original) The compound of formula (I) according to Claim 1 , in which R 4 represents 
-C(=0)(CH 2 ) p COOZ (i n w hi c h p is 1 to 4, and Z is hydrogen, -SAC, -Ar, or -SCAC). 

3 . (Original) The compound of formul a (I) according to Claim 1 , in which R 1 represents 
-CH 2 ) rt COOZ (in which n is 1 or 2, and Z is hydrogen, -SAC, -Ar, or -SCAC). 

4. (Previously Amended) The compound of fonnula (I) according to Claim 1 , in 
which 

a) R and R' represent hydrogen, 

b) R 1 represents -CH 2 COOH, -CHjCOOCH^or -CH 2 COO CH 2 CII 3 , 

c) R 2 represents -(CH 2 )n(0) m R 5 (in which R 5 = -SAC, -SCAC, -Ar, -SAC-Ar; n=0, 1 or 2; and 
m=0 or 1), -SAC, or -Ar, 
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d) R 3 represents -CH(CH 3 ) 2 , -CH 2 COOH, -(OfefcCCfell, -CH 2 C(0)NH 2 , or -(CH 2 )2C(0)NH 2 , 
c) R 4 represents ~C(=0)(0)R M (in which n=0, 1; R 29 = -Ar, or -SAC-Ar), -S0 2 R 30 (in which 
R 30 = -Ar or -SAC-Ar), or -C(«0)NHR 31 (in which R 31 = -Ar, or -SAC-Ar), or 
0 X represents ~C(=0)CHN 2> -C(=0)CH 2 Br, -C(=0)CII 2 CI, -C(=0)CH 2 OPh, - 
C(=0)CH 2 OC(K))Ar" (in which Af^-dichlorophenyl, 2,6-difluorophenyl or 2,6- 
dimcthylphcnyl). 

5. (Original) 

* 

The compound of formula (I) according to Claim 1, which is selected 
from the group consisting of the following: 

(3S)-3-{3-[( 1 S> l-phenylmethyloxycarbonylaiiiino^-methyl-propylj^^-di- 

hydro-isoxazole-5'Carbonylatnino}-4-kcto-pentanoic acid; 

(3 S)-3-{3-[( IS)- l-phenylmethyloxycarbonylaraino-2-methyNpropyl]-5-phenoxy 

Tnethyl-i,5-dihydro-isoxazole-5-carbonyl-amino}-4-keto-pentaiioic acid; 

(2S)-2'{3-[(lS)-l-phcnylmcthyIoxycarbo^^ 

mcthyl'4,5-dihydro-isoxazolc-5-carbonyI-amino}-succijiic acid l-(N-methyl- 
N-incthoxy)-amide; 

(3S)'3-{3-[(lS)-I-phcnybric%]oxycarbonylaniino-2-inethyl-propyl]-4^ 

-isoxazoIe-5-carbonylamino} -4-kcto-5-diazo-pentanoic acid; 

(3S)-3-{3-[(lS)-l-phenylmcthyloxycarbonyl™ 

-isoxazolc-5-caibonyIaraino}-4-kelo-5-bromo-pentanoic acid; 

(3 S)-3- {3-[( IS)- 1 -phenylmethyloxycarbony]amino-2-methyl-propyl]-4,5 -dihy dro 
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-isoxa2;ole-5-carbonylamiiio}^-keto-5-(2,6-dichlorobenzoyIoxy)-pentanoic acid; 
(3 S)-3 - { 3 -[( 1 S)- 1 -(naphthalene- 1 -carbony lamin o)-2-methyl-propy l}-5-phenoxy- 
melhyl^,5-dihydro-isoxazole-5-caibonylainino}-4-kcto-5-phcuoxy-pentanoic 
acid; 

(3S)-3-{3-[(lS)-l-(naphdiaIcne-2^arbonylmnino)-2-methyl-propyl]-5-phcnoxy- 

methyl-4,5-dihy(ko-isoxa2olc-5-carbonyIamino}^-kcto-5-phenoxy-pentanoic 
acid; 

(3 S)-3 - {3 -[( 1 S)- 1 -(naphthalene-2^^^ 

inethyl-4,5-dihydro-isoxazole-5-carbonylamm^ acid; 
(3 S)-3 - { 3-[( i S)- i -(napbthaiene-2-carbonyianiino)-2-methyi.propyi J-5-phenoxy- 
metiiyM^S-dihydro-isoxazolc-S-carbonylamm^ 
acid; 

(3S)-3-{3-[(lS)-l-(naphthalene^ 

mcthyl-4,5'dihydro-isoxa2olc-5-carbonylammo}-4-kelo-5-(2,6-dicliIorobcnzoyl- 
oxy)-pentanoic acid; 

(3 S)-3- {3 -[( i S)- 1 -(naphthalene^ 

methyl-4,5-dihydro-isoxa2olc-5-carbonylamino}-4-keto-5-diazo-pentanoic 
acid(LP and MP); 

(3S)-3-{3-[(lS)-l-(naphthalene-2-carbonylaTnino)-2-mcthyl-propyl]-5*phcnyl- 

methyl-^S-dihydrO'isoxazole-S-carbonylaininoj^-keto-S-bromo-pentanoic 
acid (LP and MP); 

(3 S) -3 - {3 -[( 1 Sy 1 -(naphthalene-2-carbony 1 am in o)-2-methy 1-propy l]-5-pheny 1- 

methyM,5-dihydro-isoxazolc-^^ 

oxy)-pcatanoic acid(LP and MP); 

(3S)-3-{3-{(lS)-I-(naphthaIene-2-carbony]amino>3-carboxy-propyI]'5--methyl-4 > 

5-dihydro-isoxazolc-5-carbonylamino}-4-kcto5-phcnoxy-pcntanoic acid; 

( 3 S)-3 - { 3 -[( 1 Sy 1 -(quinoline-2-yl-carbonylamino>2-methyl--propyl]-5-phenoxy- 

metliyl-4,5Klihydro-isoxa2ole-5-carbonyIaniino} ^4-keto-pentanoic acid; 

(3S)-3-{3-[(lS)-I-(naphthaIc«c-2-su^ 
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* 

mctiiyM^-dihydro-isoxazole-S-car^^ 
acid; 

(3 S)-3 - { 3-[( 1S> 1 -(naphthalcne-2-carbonyIamm 

mcdiyI-4,5-dfliydro-isoxa/^ 

pcnlanoic acid; 

(3 S)-3 - { 3 -[( 1 S)- 1 -(naphthal ene-2-caibony 1 ammo)'2-methyl-propy 1J-5 -phenoxy- 

mcihyl-4,5-dihydro-isoxa;OTle-5-carbonylam 

pcntaiioic acid; 

(3 S)0 - { 3 ^( 1 S> J-(2 $>2-acetyl ami^ 

mcthyl^S-dihydrO-isoxazcIe-^^ 

acid; 

(3S)O-{340S>Hnaphtha]cnc-2-carbonyl^ 

isoxazo)e-5-carbonyIamino} -4-keto-5-(2-naphthyloxy)-pcntonoic acid; 
(3S)^-{3-[2-methyl-(lS>l-(2-naphth^ 

isoxaxole-f-carbonylaininoJ^'keto-S-phenoxy-pcjitanoic acid (diasteromeric 
mixture); 

(3 S )-3 - {3 -[2~?n ethy l-( 1 S )- 1 -(phenylmc thy loxycarbony J am i no)-propy J ]-5-phenyl- 
iiiclliyl-4,5-dUiydro-isoxa2ole-5-carbony]aniino}-4-keto-5-diazo-pentanoic acid; 
(3S)-3-{3-[2-mcthyl-(lS)-l-(phcmyta 

methyl-4,5-dihydro-isoxazolc-5-carbonylamino}-4-kcto-5-bromo-pcntanoic 
acid; 

(3S)-3-{3-[2~jnethyl-(lS)-l-(phenylmetfy^ 
mcthyM^-dihydro-isoxazolc-S-carbonylamm^ 
oxy)-pentaiioic acid; 

(3 S)-3 - { 3-[2-methyl-( I S)- 1 Kph enyle thylcarbonyl amino)-propy 1] -5-pheuyl- 
mcUiyM,5-dihydro-isoxazolc-5-carbonyla^ acid; 
(3 S>3- { 3-[2-mcthyl-( 1 S)- 1 -(phenylcthylcarbonyl 3roino>-propy l]-5-phenylmethyl 
^^-ddiydro^soxazole-S-carbonylaniinol^-kcto-S-brcmo-penlaiioic acid; 
(3S)'3-{3-[2-methyKlS)-l-(phcnylcthylcarbonyJamiiio)-propylJ-5-phenyl- 
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meU*yM,5-diJiydro-isoxazole-5-cajbonylamin^^ 
oxy)-pentanoic acid; 

(3S)-3-{3-[2-methyl-(lS)'l-(lHiaphthatencc^bonyIamino)-propyl]-5*phenyl- 
]ncthyl-4,5-dihydro-isoxa^Jc-5-carbonyIamino}-4-keto-5-diaxo-pentanoic acid; 
(3S)-3-{3-[2-methyl-(lS)*l-(l-naphthalenecarbonylamino)-propyl]-5-phenyl- 
methyl-4 > 5-dihydro-isoxa7X)Ic-5-carbonylamino}-4-kelO'5-bromo-pentaiioic 
acid; 

(3 S)-3 - { 3 42-jnelhyl-( 1 S)- 1 -( 1 -naphdi a^ 
mcthyl-4,5-dihydro-isoxazole-5-carbonylam^ 

XvVnentannir. acid' 
s f i — y 

(3 S)-3 - { 3-[2-mcthy l-(l S>- 1 -( 1 -n aphtalenes«lfDnylamino)-pi opyl]-5-phenyl- 
mclhyM f 5-dihydro-isoxazole-5<arbonyla^^ acid 
(diastcrcoincric mixture); 

(3S)-3-{342^methyl-(lS)-!<I^aphtalenesuIfonylaniino)-pro^ 
iiiethyM.S-dihydro-isoxazole-S-carbonylaJiiinol^-keto-S-broniO'pentanoic acid 
(diastcrcoincric mixture); 

(3S)-3-{342-mcdiyl-(lS)-l-(l-nap!UalenesuIfonylammo)-propyl]-5~phenyl- 

mcthyl-4 > 5-dibydro-isoxazolc-5-carbonylamino}-4-keto-5-(2,6-dichlorobcnzoyl- 

oxy)-pentanoic acid (diastcrcomeric mixture); 

(3 S)-3-{3-[2-methyKlS)- l-((3-indolyl)cthylcarbonyIam^ 

metiiyl-4,5-dihydro-isoxazoIc-5-carbo acid; 

(3S)-3-{3-[2-methyHlSH^(3-indolyI)^ 

mediyl-4 > 5-dUiydro-isoxazole-5-carbonylammo}'4'keto-5-bromo-pentanoic 
acid; 

(3$)-3-{3-[2-mcthyl-(lS)-l^ 

mclhyl-^S-dihydro-isoxazole-^^^ 
oxy)-pcntanoic acid; 

(3S)-3-{3-[2-methyHlS>l-((3-uidoIyty^ 

inethyl-4,5*dihydro-isoxazole-5-carbonylainino}-4-keto-5-<iiazo-pcntaTioic acid; 
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( 3 s )" 3 -{3 -[2-methyl-( 1 S> 1 -((3 -in dolyl)methy lcarbonyIamino>propyI]-5-phenyl~ 

mc%i-4,5^ihydix>-isoxa^!c-5-carbo 

acid; 

(3S)-3-{3^2-mcmyI-(lS)-H^ 
inethyl-4,5-dihydro-isoxazoIe-5^^ 
Oxy)-pentanoic acid; 

(3S)-3-{3-I2-me%l-(lS)-l-(ciimar™^ 

dihydro-isoxazole-5-carbonyIamino} -4-kcto-5-dia20-pentanoic acid; 
(3S)-3-{3-[2-me%l-(JS)-l<cinnainoyIamino>propyl]-5-plicnylme%l^ 

H 1 fa\//1m_icr\"v n -rr\\ «»_ ^ rorkr\in rl 2 A r 1 t . » • « 

(3S)-3-{3-[2-mcthyl-(lS)-l-(ciiiiiamoyJamiiio)-propyl]-5-phcnyIuiethyl-4,5- 

dihydro-isoxazole-5-cai1>onylainino}-4-keto-5-(2,6-dichlorobenzoyloxy)- 
pentanoic acid; 

(3S)-3 - {3-[2-methyl-( 1 S)- 1 '(phcnylmethyIsulfonylamino)-propyl]-5-phenyJ- 
rnelhyl-4,5-dihydro-isoxa7.ole-5-carbonyIainino}-4-keto-5-diazo-pcn(anoic acid; 
(3S)-3-{3'[2-me(hyl-(lS)-l-(phcnyhnethylstilfonylamino)-propylJ-5-phcnyI- 

mcthyH,5-dihydro-isoxazoIe-5-carbonyIainino}-1-keto-5.bfojno- 
pcntanoic acid; 

(3 S>3-{3-r2-methyl-( 1 S> 1 -(phcnylmclhylsulfonyIamiiio)-propyl]-5-phenyl- 

racthyM,5-dihydro-isoxazole-5-carbonyIamino}^-kcto-5-(2,6-dich]oroben2oyl- 
oxy)-pentanoic acid; 

(3S)-3-{3-[2-methyl-(lS)-l-(quinolinc-2-yl-carbonyIamiiio)-propy]]-4 > 5-dihydro- 
isoxazoIe-5-carboiiylaniino } -4~keto-5-diazo-pcn (an oic acid ; 

(3S)-3-{3-[2-mctI l yl-(lS>l-(quinoJine-2-yl-carbonylamino)-propyl]-4,5-dihydro- 
isoxa2ole-5-carboiiylamino}-4-kcto-5-bromo-pcntanoic acid; 

(3S)-3-{3-[2-in C aiyl-(lS>l<quinoline-2-yl-carbonylajniiio>propylJ-4 J 5-dihydro- 
isoxazolc-5-carbonyl a mioo}-4-keto^-(2.6-diclilorobeiizoyloxy)-pentanoic acid; 

(3S)-3-{342-mediyl-(lS^.l-(quinoline-2-yl-carbonylaniino)-propy]J-4,5-dihydro- 
isoxazolc-5-carbonyIami«o}^-keto-5-phenoxy-pcutanoic acid; 
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(3 S)-3 - { 3 -[2-methyl-( 1 S)- 1 -(quinol ine-2-y l-carbonyl amino)-propy l]-5-phenyl- 
methyM f 5-dihydro-isoxazole-5-carbonylamino}-4-keto-5-diazo-p acid; 
(3 S)-3- {3 -[2-methyl-( 1 S)- l-(quinoline-2-yl-cai bonylamino)-propyl]-5-plienyl- 
meihyM^-dihydro-isoxazole-S-carbonylamino} -4-keto-5-brom o-penlanoic 
acid; 

(3 S)-3 - { 3 - [2-mc thy l-( 1 S)- 1 ^qu^ 
mclhyl-4,5-dihydro-isoxa/^lc-5-carbon^ 
oxy)-pentanoic acid; 

(3 S )-3 - { 3-[2-niethyl-( 1S>1 -(quinol i ne-2-yl-caibonylamino>propyl] -5-pheny 1- 

ineuiyl-4,5-dihydrG-iso^ 
acid; 

(3S)-3-{3-[2-methyHlS)-l-(quinolinc-2-yl-carbonylainino>propyI)-5- 

miidazolyl-melhyl^S-dihy^ 

penlanoic acid; 

(3S)-3-{3-[2-mcthyl~(lS>l-(2-raphtha^^ 
isoxazole-5-carbonylamino}^keto-pentanoic acid; 

(3 S)-3 - { 3 - [( 1 S)- 1 -(succ inoyl amino)-3-carboxy-propyl]-5-mcthyl-4,5-dihydro- 

isoxazolc-5-carbonylamino}-4-kcto-5-phenoxy-pentaiioic acid; 

(3S)-3-{3-[2~melhyl-(JS)-Hsuccinoylam^^ 

isoxazole-5-carbonyIamino}-4-kcto-5-phcnoxy-pcntanoic acid; 

(3 S)-3 - { 3-[2-methyl-( 1 S> 1 -( l-naphthalcnylcarbonylawiino)-propyl]-5-phcnyl- 

melhy 1-4, 5 -dihydro -i soxazole-5 -carbonyl amin o} ~4-kcto-5-( 1 ^pipcridiny))- 

pentanoic acid; 

(3S)-3-{3-[2-7nethyl-(lS)-l-(is(>qum^^ 

methyl-4,5-dihydro-isoxa^^ 

oxy)~pcntanoic acid; 

■ 

(3S)-3-{3-[2-melhyl-(lS)-Hisoquinoli^^ 
metiiyl-4,5-dihydro-isoxazole~5-caA^ 
oxy)-pentanoic acid; 
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(3 S)-3 - { 3 - [2-tnethy I-( J S)- 1 -(quinoline-4-carbonylamino)-propyl]-5 -phenyl- 

methyl-4 3 5-dihydro-isoxazolc-5-carbonylam 

oxy)-pcntanoic acid; 

(3 S)-3- { 3 - [2-methyl-( 1 S)- l-(ben^ 

m ctliy 1-4, 5 ~d ihydro-i soxazo le-5-carb onylamino } -4-kcto-5-(2,6-dichlorobcnzoylo 
xy)-pcntanoic acid; 

(3S)-3-{3^[2-methyl-(lS)-Hnaphthalen^^ 
iiicthyl-4, 5 -dihy dro -isoxazol^ 
xy)-penlanoic acid; 

\**ujr*** \** - 1 ^ ui y 1_ v 1 A—^i|iiujuink6—j*"t»<ii ui/iiy irtiiiijiu j~|jnj^jy ij^-j'-^jiiGJiyi- 
tncthyM^-dihydro^soxazoIc-S-carbonylamm^ 
xy)- pentanoic acid; 
(3S)-3-{3-[2-mcthyl^lS)-l-(naphtha^ 
ynethyM,5Klihydro-isoxazolc^arbonyto^ 
xy)-pentanoic acid[diastereomcric mixture]; 
(3 S )-3 - { 3 -[2-me thyl-( 1 S)- 1 -(qumo 
M,5-dihydro-]soxazole-5-carbonyIamino}^^ 
pentanoic acid [diastcrcomcric mixture]; 
(3S)-3-{3-[2-inctiiyl-(lS)-l-(tndol^^ 

5-dihydro-isoxazoIc-5-carbonylanuno} -4-keto-5-(2,6-dichlorobenzoyloxy)- 
pentanoic acid; 

(3 S)-3 - {3 - [2-me thy J -( J S)- l-{indole-3 -carbony lammo)-propyl]-5-pheny!mcthyM, 

5-dihydro-isoxa7X>le-5^aTbonyJamino^ 

pentanoic acid; 

(3 S)-3 - { 3 -[2-methy l-( 1 S> 1 -(naph 

5-dihydro-isoxazole-5-carbonylamino^^^^ 
pentanoic acid; 

(3 S)-3 - {3 - [2~methy l-( IS)- 1 -(benzofiinm-2-carbonylainino^ 
4,5-dihydro-isoxazole-5-carboaylamino}-44^^ 
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tanoic acid; 

(3S)-3-{3-[3-carboxy-(IS)-l~(succinoylam 

isoxazole-5-carbonylamino}-4-keto-5-(2,6-diclilorobenzoyloxy)-pcnlanoic acid; 
(3 S)-3 - {3 -[2-mcthyI-( 1 S)- 1 ~(succinoylaniino)-propyl}-5-methy 1-4,5 -dihydro- 
isoxazole-S-carbonylamiiiol^-ketCHS^^dichlorobcnzoyloxyypeolanoic acid; 
(3 S)-3 -{ 3 -[2-mcthyl-(l S)- 1 -(succinoy1amino)-propyl]-5-propy 1-4,5 -dihydro- 
isoxazolc-S-carbonylaininoJ^-kcto-S-Ca^-dichlorobenzoyloxyJ-pentanoic acid; 
(3S)0-{3-[2-metiiyl-(lS>l-($uccinoylam^ 

isoxazole-5-carbony]amiiio}-4-kcto-5-(N-pipcridine)-pentanoic 

acid f diastereomeric: mixture*]! 

% . J3 

(3 S)-3- { 3 -[2-mcthyH I S)- 1 -(succinoylamino)-propyl J-5 -me ^1-4,5^3 ihydro- 

jsoxaxole-5-carbonylamino}-4-keto-5-(N-pyiTolidine)-pentaiioic acid 
[diastcreomeric mixture]; 

(3S)0-{3-[2-mcthyl-(lS>l-(succinoy 

isoxay/>le-5-carbonylamino}-4-^ acid; 
(3S)-3-{3-[2-mcthyl-(lS>l^succinoylan^ 

JSOxazole-5-carbonylamino}-4-keto-5-(2-naphlhyloxy)-pentanoic acid; 
(3 S)-3 - { 3 - [2-mediy 1- ( 1 S> 1 -(succm 

isoxazolc-5-carbonyIamiiio}-4-keto-5-phenoxy-pcntanoic acid [diastereomeric 
mixture]; 

(3 S)-3 - {3-[2-melhyI~( 1 S> 1 ^succinoylajninoJ-propylJ-S-hydroxyinclhyl-I.S-dihy 
droHSOxawle-5-carbonylamiiio}-4-keto-5^ 
acid [diastcreomeric mixture]; 
(3 S)-3- { 3 -[2-mcthy 1 -( 1 S )-l -(su^^ 

dtfiydro-isoxazole-5-carbonylamino}-4^ 
ic acid; 

(3 S) -3 - { 3 -[2-mc thyH 1 S)- 1 -(succ^^ 

hydro-isoxazole-5-carbonylaminoM-keto^^ 
acid [diastereomeric mixture]; 
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(3S)-3-{3-[2-mcthyHlS)-Hs^ 

isoxazolc-5-carbonylamino}~4-keto-5^^ acid; 
(3S)-3-{342-methyI-(lS>Hsucc^ 

isoxazole-5-carbonylaini^ acid; 
(3 S>3 - {3 -[2-mclhyH IS)- 1 -(glu taroy!amino>propyl]-5-™et^ 
jso-xazoIe-5^arbonylmnij}o}-4-kcfo-5-^^ acid; 

and 

(3S)~3-{3~[2^methyl-(!S>l^ 

dihydro-isoxazolc-5-carbonylamino}-4-keto-pentanoic acid methyl ester. 

6. (Original) A caspase inliibitor which comprises an isoxazolinc derivative of the 
formula (1), the pharmaceutical^ acceptable salts, esters or stereochemically isomeric forms 
thereof as claimed in any one of claims 1 to 5, 

7. (Previously Amended) A pharmaceutical composition for treating disease caused 
by inflammation or apoptosis which comprises as an active ingredient a therapeutically effective 
amount of an isoxazoline derivative of the formula (I), the pharmaceutical^ acceptable sails, 
esters or stereochemically isomeric fonns thereof as claimed in Claim 1 and pharmaceutical ly 
acceptable carrier. 

8. (Original) The composition according to Claim 7, wherein the disease is selected 
from the group consisting of the diseases in which cells are abnormally died, dementia, cerebral 
stroke, brain impairment due to AIDS, diabetes, gastric ulcer, cerebral injure by hepatitis, 
fulminant hepatic failure (FHF), sepsis, organ transplantation rejection reaction, rheumatic 
arthritis, cardiac cell apoptosis due to ischemic cardiac diseases and anti-inflammation. 

9. (Original) The composition according to Claim 7, wherein the disease is fulminant 
hepatic failure in human. 
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10. (Original) The composition according to Claim 7, in the form for administration 
orally, percutaneously, or by parenteral injection. 

1 1 . (Previously Amended) A method of treating patients suffering from the diseases 
caused by oaspases activation, which comprises a local or systemic administration of a 
therapeutically effective amount of an isoxazolinc derivative of the formula (I), the 
pharmaceutical^ acceptable salts, the esters or stereochemical^ isomeric forms thereof, 
according to any one of Claims 1 to 5 or the pharmaceutical composition according to any one of 
Claims 7 to 10. 

1 2 . (Previously Amended) A process for preparing a pharmaceutical composition for 
treating disease caused by inflammation or apoptosis which comprises as an active ingredient a 
therapeutically effective amount of an isoxazolinc derivative and pharmaceutical^ acceptable 
carrier, the process comprising the step of: 

intimately mixing a pharmaceutically acceptable carrier with a therapeutically effective 
amount of a compound of formula (I) as claimed in any of Claims 1 to 5. 

13. (Presently Amended) A process for preparing a derivative of the formula (I), the 
pharmaceutical^ acceptable salts, esters or stereochemically isomeric forms thereof, 
characterized in that hydroxamoyl chloride (VI) is reacted with acrylate derivative (VII) to give 
isoxazoline derivative (VIII), and isoxazoline derivative (VIII) is then deprotected and R 4 is 
introduced therein to give a compound of formula (IX) which is then reacted with a compound of 
formula (X) and, if necessary, the isoxazoline derivative (VIII) is directly reacted with the 
compound (X) to give a compound of formula (I), and if necessary, the compound of formula (I) 
having the protecting group P| is converted into other compound having substituted R 4 
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1 



in which the sustituontr . s ubstitucnts a re the same as defined in Claim 1 . 



Received from < 617 261 3545 > at 7/1 6/03 4:04:46 PM [Eastern Daylight Time] 



< 



